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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
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2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report Is also accompanied by ANNEXES, I.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/F 1 99/00329 



I. Basis fth r port 

1 . This report has been drawn on the basis ot {substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-16 as originally filed 



Claims, No.: 
1-10 



as originally filed 



Drawings, sheets: 

1/3-3/3 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have be n 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

Th questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
\S claims Nos. 1-10. 



because: 
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H the said international application, or the said claims Nos. 1-10 relate to the following subject niatter which 
does not require an international preliminary examination {specif)^: 

see separate sheet 

□ the description, claims or drawings (indicate particular elements belov^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specif^: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-10 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-10 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 


see sections III and V 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosur s (Rule 70.9) 
see s parat sheet 
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INTERNATIONAL PRELIMINARY International application N . PCT/FI99/00329 
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SECTION III: 

Claims 1 to 10 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

SECTION V: 
Prior art 

Reference is made to the following documents: 

D1 (EP-A-0 383 449) relates to heterocyclic compounds - including levosimedan (p. 3, 
formula I) and salts thereof as well as new intermediates to compositions containing 
these compounds and to a process for the preparation of the same. The compounds 
are useful as cardiotonic agents, antihypertensive agents and vasodilators for the 
treatment of congestive heart failure (p. 3, II. 1 to 5). In a conventional way it is possible 
to make formulations which liberate the active ingredient slowly during a prolonged 
period of time (p. 6, II. 42 and 43). 

D2 (WO 92 12135 A; cited in the application) relates to salts of the (-) enantiomer of 
levosimedan, to compositions and to the process for the preparation as well as to new 
intermediates of this process. The compound according to the invention is useful as 
cardiotonic agent, antihypertensive and vasodilator for the treatment of congestive 
heart failure (p. 1, II. 3 to 10). 

D3 (WO 93 21921 A; cited in the application) describes levosimedan and its optically 
active enantiomers having significant anti-ischemic properties (p. 1, II. 11 and 12). 

Novelty 

In view of the prior art as summarized above the subject-matter of claims 1 to 10 is 
novel und Article 33 (2) PCT. 
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Inventive step 

The subject-matter of claims 1 to 10 involves an inventive step in the sense of Article 
33 (3) PCT. 

D1 which seems to be the closest prior art differs from the present application in that it 
is silent to the claimed controlled release composition. D1 only mentions that in a 
conventional way it is possible to make formulations which liberate the active ingredient 
slowly during a prolonged period of time (p. 6. II. 42 and 43). 

The problem to be solved can be described as how to provide further peroral 
compositions providing a therapeutical effect over an extended period of time in a 
controlled release formulation. 

The problem was solved by the present application claiming an controlled release 
composition. Said composition provides an improved oral delivery system for 
levosimedan compared to conventional immediate release and long-acting preparations 
including the following advantages: 

- reduction of undesired effects of high levosimedan levels such as increased heart rate 
by lower peak plasma levels 

- reduced frequency of administration 

- reduced accumulation of active metabolite (II) causing undesired effects 
Therefore, present claims 1 to 10 seem to be inventive (Article 33 (3) PCT). 
Industrial applicability 

For the assessment of the present claims 1 to 10 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 
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SECTION VI: 

D4 (W099/16443) does not constitute prior art within the meaning of Rule 64.1 (b) 
PCT. It does not appear to be relevant to the claims of the present application. 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenf s file reference 
LEVO-ORALl 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/FI 99/00329 


International filing date (day/month/year) 

23/04/1999 


(Earliest) Priority Date (day/month/year) 

23/04/1998 


Applicant 

ORION CORPORATION et al . 



This International Search Report has been prepared by this InternaUonal Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



, sheets. 



This International Search Report consists of a total of c 

PC] It is also accompanied by a copy of each prior art document cited In this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
I I contained in the international application In written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
International application as filed has been furnished. 

the statement that the information recorded In computer readable form Is identical to the written sequence listing has been 
furnished 



□ 



□ 
□ 
□ 
□ 

□ 



2. 
3. 



I I Certain claims were found unsearchable (See Box 1). 
I I Unity of invention is lacking (see Box II). 



4. With regard to the title, 

PC] the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



With regard to the abstract, 

[X[ the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box til. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authonty. 



6. The figure of the drawings to be published with the abstract is Figure No. 



|~~| as suggested by the applicant. E None of the figures. 

I \ because the applicant failed to suggest a figure. 
I I because this figure better characterizes the invention. 
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itlonal Application No 

W/FI 99/00329 



A. CLASSIFICATION OF SUBJECT MATTER ^ .^/«^ 

IPC 6 A61K31/50 A61K9/20 A61K9/00 



According to Intamatlonai Patent Classification (iPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category Citation of document, with indication, where appropriate, of the relevant passages 



A,P 



EP 0 383 449 A (ORION-YHTYMA OY.FI) 

22 August 1990 (1990-08-22) 
claims 1,2,14,20-23 

page 6, line 29 - line 43 

WO 92 12135 A (ORION-YHTYMA OY,FI) 

23 July 1992 (1992-07-23) 
dted in the application 
the whole document 

WO 93 21921 A (ORION-YHTYMA OY.FI) 
11 November 1993 (1993-11-11) 
cited in the application 
the whole document 

WO 99 16443 A (ORION CORPORATION, FI ) 
8 April 1999 (1999-04-08) 
the whole document 



Relevant to claim No. 



1-10 



1-10 



1-10 



1-10 



□ 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



'T" later document published after the intemational filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underiying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the intemational search 



2 November 1999 



Date of mailing of the international search report 



08/11/1999 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswiik 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 
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Scarponi , U 
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